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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE f MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

> If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)D Responsive to coaimunication(s) filed on . 

2a)n This action Is FINAL. 2b)n This action is non-final. 

3) n Since this application Is In condition for allowance except for fonnal matters, prosecution as to the merits is 

closed in accordance with the practice under Exparfe Quay/e, 1935 CD. 11. 453 O.G. 213. 
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4) 13 Clalm(s) 1-41 is/are pending In the application. 
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5) n Claim(s) is/are allowed. 
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8) S Claim(s) 1-41 are subject to restriction and/or election requirement. 

Application Papers 
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Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) Including the con-ection is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
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DETAILED ACTION 

Claims 1-41 are pending. 

Election/Restrictions 
Restriction to one of the following inventions is required under 35 U.S. C. 121 : 

I. Claims 1-31,35, 36, and 38-41, drawn to an ex vivo gene therapy method for 
treating critical limb ischemia (CLI), classifiable in class 424, subclass 93.21. 

II. Claims 1-30, 32-36, and 38-41, drawn to an in vivo gene therapy method for 
treating critical limb ischemia (CLI), classifiable in class 424, subclass 93.2. 

III. Claims 37-41, drawn to a method of treating CLI comprising administering an 
effective amount of an eNOS polypeptide to a patient, classifiable in class 514, 
subclass 2. 

The inventions are distinct, each from the other because of the following reasons: 

Inventions I, H, and III are unrelated. Inventions are unrelated if it can be shown that 
they are not disclosed as capable of use together and they have different designs, modes of 
operation, and effects (MPEP § 802.01 and § 806.06). The instant specification does not 
disclose that the inventions are capable of use together. The ex vivo gene therapy method (group 
I), an in vivo gene therapy method (group II), and polypeptide method (group III) are all 
unrelated as they comprise distinct steps and utilize different products which demonstrates that 
each method has a different mode of operation. Each invention performs this function using a 
structurally and functionally divergent material. For ex vivo gene therapy using the 
polynucleotide, autologous cells may be used. For in vivo gene therapy using the 
polynucleotide, viral vectors may be used. For treatment of CLI using the polypeptide, the 
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polypeptide is administered to a patient having CLI using any mode of administration. 
Therefore, each method is divergent in materials and steps. For these reasons the Inventions I, II, 
and III are patentably distinct. 

Furthermore, the distinct steps and products require separate and distinct searches. The 
inventions of Groups I, II and III have a separate status in the art as shown by their different 
classifications. As such, it would be burdensome to search the inventions of Groups I, II and III 
together. 

Because these inventions are distinct for the reasons given above and the search required 
for each Group listed above is not required for any other Group listed above and the search for 
each group is not co-extensive, restriction for examination purposes as indicated is proper. 

It would be unduly burdensome for the examiner to search and consider patentability of 
all of the presently pending claims, a restriction for examination purposes as indicated is proper. 

Applicant is advised that the reply to this requirement to be complete must include an 
election of the invention to be examined even though the requirement be traversed (37 CFR 
1.143). 

If applicant elects either group I or group II, applicants are further required to elect a 
species from the following: 

This application contains claims directed to the following patentably distinct species: 
angiogenic factors are selected from a group of angiogenic factors consisting of HGF, VEGF, 
FGF, Endothelial Growth Factor, Epidermal Growth Factor, Platelet-Derived Growth Factor, 
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TGF-alpha. TGF-beta, PDGF, TNA-alpha or IGF, DeH. The species are independent or distinct 
because each angiogenic factor has a distinct structure. 

Applicant is required to elect one or more specific angiogenic factors from claim 30. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is finally 
held to be allowable. Currently, claim 29 is generic. 

Applicant is advised that a reply to this requirement must include an identification 
of the species that is elected consonant with this requirement, and a listing of all claims 
readable thereon, including any claims subsequently added . An argument that a claim is 
allowable or that all claims are generic is considered nonresponsive unless accompanied by an 
election. 

Upon the allowance of a generic claim, applicant will be entitled to consideration of 
claims to additional species which depend from or otherwise require all the limitations of an 
allowable generic claim as provided by 37 CFR 1.141. If claims are added after the election, 
applicant must indicate which are readable upon the elected species. MPEP § 809.02(a). 

If applicant elects either group I or II, applicants are further required to elect a species 
from the following: eNOS polypeptide comprises a mutation at a position corresponding to 
amino acid residue 495 of SEQ ID NO: 1; eNOS polypeptide comprises a mutation at a position 
corresponding to amino acid residue 1 177 of SEQ ID NO: 1; eNOS polypeptide comprises a 
mutation at a position corresponding to amino acid residues 495 and 1 177 of SEQ ED NO: 1; and 
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eNOS polypeptide comprises a mutation at a position corresponding to amino acid residues 2, 
495, 1177ofSEQIDNO: 1. 

This application contains claims directed to the following patentably distinct species:. 
The species are independent or distinct because each angiogenic factor has a distinct structure. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is finally 
held to be allowable. Currently, claims 1, 4, 35, and 36 are generic. 

If applicant elects group HI, applicants are further required to elect a species from the 
following: eNOS polypeptide comprises a mutation at a position corresponding to amino acid 
residue 495 of SEQ ID NO: 1; eNOS polypeptide comprises a mutation at a position 
corresponding to amino acid residue 1 177 of SEQ ID NO: 1; eNOS polypeptide comprises a 
mutation at a position corresponding to amino acid residues 495 and 1 177 of SEQ ID NO: 1; and 
eNOS polypeptide comprises a mutation at a position corresponding to amino acid residues 2, 
495, 1177ofSEQIDNO: 1. 

This application contains claims directed to the following patentably distinct species:. 
The species are independent or distinct because each angiogenic factor has a distinct structure. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is finally 
held to be allowable. Currently, claim 37 is generic. 
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Applicant is reminded that upon cancellation of claims to a non-elected invention, the 
inventorship must be amended in compliance with 37 C.F.R. § 1.48(b) if one or more of the 
currently named inventors is no longer an inventor of at least one claim remaining in the 
application. Any amendment of inventorship must be accompanied by a diligently filed petition 
under 37 C.F.R. § 1.48(b) and by the fee required under 37 § 1.17(h). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Brian Whiteman whose telephone number is (571) 272-0764. 
The examiner can normally be reached on Monday through Friday from 7:00 to 4:00 (Eastern 
Standard Time), with alternating Fridays off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Peter Paras, SPE - Art Unit 1635, can be reached at (571) 272-4517. 

Papers related to this application may be submitted to Group 1600 by facsimile 
transmission. Papers should be faxed to Group 1600 via the PTO Fax Center. The faxing of 
such papers must conform with the notice published in the Official Gazette, 1096 OG 30 
(November 15, 1989), The Fax Center number is (571)273-8300. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that can be viewed in the Patent 
Application Information Retrieval system (PAIR) can now contact the USFFO's Patent Electronic Business Center 
(Patent EBC) for assistance. Representatives are available to answer your questions daily from 6 am to midnight (EST). 
The toll free number is (866) 2 17-9 197. When calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the specific nature of the problem. The 
Patent Electronic Business Center will notify applicants of the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic 
Business Center is a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables applicants to view 
the scanned images of their own application file folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9 199. 

Brian Whiteman 

gFiiAN WHITEMAN 
^tlNT EXAMINER 



